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DETAILED ACTION 
Claims 1 -46 are pending. Claims 1 -8 are considered on the merits. 
Speices election of lipase is acknowledged. Claims 9-46 are withdrawn from 
consideration as being drawn to a non-elected invention. 

Election/Restriction 

Applicant's election of Group I in the reply filed on 6/29/09 is 
acknowledged. Because applicant did not distinctly and specifically point out 
the supposed errors in the restriction requirement, the election has been 
treated as an election without traverse (MPEP § 81 8.03(a)). 

Double Patenting 

Claims 1 -7 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-37 of 
copending Application No. 1 2/297024. Although the conflicting claims are not 
identical, they are not patentably distinct from each other because they are 
coextensive and overlapping in scope. 

This is a provisional obviousness-type double patenting rejection 
because the conflicting claims have not in fact been patented. 

Claim Rejections - 35 USC § 1 12 
INDEFINITE 

Claims 1,5,7 are rejected under 35 U.S.C. 1 1 2, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claim 1 indicates that a "biological catalyst" is employed. This term is 
indefinite because it cannot be determined if the biological catalyst is intended 
to be limited to a catalyst of biological origin. The dependent claims recite the 
use of enzymes and abzymes, which are a type of enzyme, which imply that the 
biological catalyst is of biological origin. Please amend claim 1 to clearly recite 
enzymes or abzymes. 
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Claim 5 states that the enzyme is part of a whole cell culture. This claim 
is not clear because it cannot be understood if applicants are attempting to 
claim that the enzyme is from a microbe or animal. Also unclear is if the intact 
cell is meant to be a part of the reaction or if just the enzyme which is obtained 
from a microbial or animal culture is in the reaction mixture. It is noted that 
upon clarification of this claim, if it reads on the incorporation of an intact 
mammalian or other higher animal cell, a scope of enablement rejection may be 
instituted as there do not appear to be any examples in the literature which use 
intact higher animal cells to catalyze these types of reactions. What is unknown 
is unpredictable by definition. Please be careful not to add new matter. Please 
point to the place in the as-filed specification where support for any 
amendment exists. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that form the basis for the 
rejections under this section made in this Office action: A person shall be entitled to a patent unless (a) the invention 
was known or used by others in this country, or patented or described in a printed publication in this or a foreign 
country, before the invention thereof by the applicant for a patent, (b) the invention was patented or described in a 
printed publication in this or a foreign country or in public use or on sale in this country, more than one year prior to 
the date of application for patent in the United States. 

Claims 1 -3, 5, 7 are rejected under 35 U.S.C. 1 02(b) as being clearly 
anticipated by WO 99/13098 [3]. 

The claims are directed to an enzymatic catalytic process comprising 
reacting a substrate with a biological catalyst (lipase has been elected) in a 
solvent comprising at least one hydrofluorocarbon and water in a concentration 
less than saturation of the hydrofluorocarbon (one phase) to stereoselectively 
form a product. 

The reference is relied upon as explained below. 

WO 99/1 3098 discloses a process of enzymatic deacylation of 
benzylpenicillin to 6-aminopenicillanic acid in a solvent comprising water and a 
non-aqueous solvent which preferably comprises carbon, fluorine and 
hydrogen only (page 6, I. 14-15). Because benzylpenicillin and 6- 
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aminopenicillanic acid have optical isomers and are one enantiomer, the 
transformation of benzylpenicillin to 6-aminopenicillanic acid has an 
enantiomeric excess of greater than 50%. Example 1 , (ii) uses 1 -2kg pytosol A 
with water 1 00ml as the solvent in the enzymatic deacylation of Pen-G to 6- 
APA. 

This reference, although not specifically directed to the elected species, 
lipase, is employed to show that the present claims directed to the use of 
biological catalyst or enzyme or hydrolase are clearly not allowable. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all obviousness rejections set forth 
in this Office action: (a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the manner 
in which the invention was made. 

This application currently names joint inventors. In considering patentability of the claims under 35 
U.S.C. 1 03(a), the examiner presumes that the subject matter of the various claims was commonly owned at the time 
any inventions covered therein were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was not commonly owned at the 
time a later invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 
35 U.S.C. 1 02(f) or (g) prior art under 35 U.S.C. 1 03(a). 

Claims 1 -4, 7 are rejected under 35 U.S.C. 1 03(a) as being unpatentable 
over WO 98/42687 [2] in light of Beier eta/. [U]. 

The claims are directed to an enzymatic catalytic process comprising 
reacting a substrate with a biological catalyst (lipase has been elected) in a 
solvent comprising at least one hydrofluorocarbon and water in a concentration 
less than saturation of the hydrofluorocarbon (one phase) to stereoselectively 
form a product. 

The references are relied upon as explained below. 
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WO 98/42687 discloses the use of trifluoromethane (page 24, 1.5) as a 
solvent in lipase catalyzed stereochemical reactions (abstract). 
While there is no mention of the water content of the reaction, lipase 
preparations always contain some water as explained by Bier eta/., page 1 680, 
first column, second paragraph. 

Claim 6 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
WO 98/42687 [2], Bier eta/. [U] as applied to claims 1 -4, 7 above, and further 
in view of Janda eta/. [V]. 

The claims are further directed to the use of an abzyme as the biological 
catalyst. 

Janda eta/, disclose that abzymes (catalytic antibodies) are known having 
acyl transfer and peptide cleavage activities among others. 

It would have been obvious to substitute an abzyme for the enzyme 
disclosed in the process of WO 98/42687 because Janda eta/, teach that such 
catalytic antibodies can be engineered to have lipase, protease, oxidoreductase 
and other activities. Thus, one of skill in the art may create an abzyme with the 
desired characteristics in the absence of evidence to the contrary. 

Claims 1-5,7 are rejected under 35 U.S.C. 1 03(a) as being unpatentable 
over WO 99/1 3098 [3] in combination with Smidt eta/. [W]. 

The claims and the reference have been discussed above. Claim 4 is 
directed to the use of enzymes with lipase catalyzing activity. 

WO 99/1 3098 states that the enzyme used in the reaction is preferably 
capable of catalyzing a deacylation reaction (page 3, I 30). 



Smidt eta/, teach that lipase can stereospecifically deacylate amines. 
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Lipase is known to be capable of both 0 deacylation and N deacylation, 
therefore, lipase type enzymes are encompassed by the generic disclosure. 

Claim 6 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
WO 99/1 3098 [3] and Smidt eta/. [W] as applied to claims 1 -5, 7 above, and 
further in view of Janda et a/.[V]. 

Janda eta/, has been discussed above. 

It would have been obvious to substitute an abzyme for the enzyme 
disclosed in the process of WO 99/1 3098 because Janda eta/, teach that such 
catalytic antibodies can be engineered to have lipase, protease, oxidoreductase 
and other activities. Thus, one of skill in the art may create an abzyme with the 
desired characteristics in the absence of evidence to the contrary. 

Claims 1-5,7 are rejected under 35 U.S.C. 1 03(a) as being unpatentable 
over US 4,925,790 [A] and Ferraboschi eta/. [X]. 

The claims have been discussed above. 

US 4,924,790 disclose the use of trifluoromethane (col. 2 I. 61) as a 
reaction solvent for enzymatic reactions. Water will be present in the reaction 
mixture (col. 2, I. 49). Any enzyme may be used which include those useful in 
the production of pharmaceuticals (col. 3, I. 20) particularly with steroids (col. 
3, I. 27). Thus, since reactions with enzymes commonly include stereospecific 
reactions, this generic disclosure inherently invites stereospecific enzymatic 
reactions. 

Ferraboschi eta/, disclose the use of a lipase in a stereospecific 
resolution of a steroid, 26-hydroxycholesterol, which has both R and S epimers. 

The substitution of the hydrofluorocarbon solvent, trifluoromethane as 
disclosed in US 4,925,790 for the solvent in the lipase catalyzed reaction of 
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Ferraboschi eta/, would have been obvious because US 4,925,790 specifically 
invites the use of the hydrofluorocarbon solvent. 

With regard to the limitation "enantiomeric success greater than 50%", in 
the absence of specifics of the reaction is merely a desired result and thus has 
little patentable weight in the instant recitations. 

Claim 6 is rejected under 35 U.S.C. 103(a) as being unpatentable over US 
4,924,790 [A] and Ferraboschi et al. [X] as applied to claims 1 -5, 7 above, and 
further in view of Janda et al. [V]. 

Janda et al. has been discussed above. 

It would have been obvious to substitute an abzyme for the enzyme 
disclosed in the process of US 4,924,790 [A] because Janda et al. teach that 
such catalytic antibodies can be engineered to have lipase, protease, 
oxidoreductase and other activities. Thus, one of skill in the art may create an 
abzyme with the desired characteristics in the absence of evidence to the 
contrary. 

One of ordinary skill in the art would have been motivated at the time of 
invention to make these substitutions in order to obtain the resulting 
compound as suggested by the references with a reasonable expectation of 
success. The claimed subject matter fails to patentably distinguish over the 
state of the art as represented by the cited references. Therefore, the claims 
are properly rejected under 35 U.S.C. § 103. 

Conclusion 

Applicant should specifically point out the support for any amendments 
made to the disclosure, including the claims (MPEP 714.02 and 2163.06). It is 
applicants' burden to indicate how amendments are supported by the ORIGINAL 
disclosure. Due to the procedure outlined in MPEP 2163.06 for interpreting 
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claims, it is noted that other art may be applicable under 35 USC 1 02 or 35 USC 
103(a) once the aforementioned issue(s) is/are addressed. 

Applicant is requested to provide a list of all copending applications that 
set forth similar subject matter to the present claims. 

Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Sandra Saucier whose telephone 
number is (571) 272-0922. The examiner can normally be reached on Monday 
through Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, M. Wityshyn can be reached on (571) 272-0926. The 
fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see 
http://pair-direct.uspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-21 7- 
9197 (toll-free). 

/Sandra Saucier/ 
Primary Examiner 
Art Unit 1651 



